and survival curves were compared using the log-rank test. 5 Patients who were alive on the last visit or who were lost to follow-up were censored for survival analyses. Significant baseline univariate predictors of survival in the Kaplan-Meier analyses were considered for inclusion in a Cox regression model. 6 Backward selection of all factors was used, and a variable was retained in the model if the associated twosided p value was ≤0.05. All statistical tests were twosided, and final p values ≤0.05 were considered significant.
Main demographical and clinical features of the patients are shown in Table 1 . The median follow-up was 20.5 months, and the estimated median overall survival was 57.7 months. At the time of the analysis, 392 patients (35.3%) were already deceased. Overall survival was analyzed according to DSS and ISS ( Figure 1 , Panels A and B). There was a statistically significant difference between the overall survival of patients with MM in stages I, II and III according to both staging systems (p<0.001). With DSS, however, there was a considerable overlap between the survival curves for patients in stage I and II ( Figure 1 , Panel A). The median overall survival for patients in DSS I and II had not been reached at the time of the analysis; for patients in stage III, the median overall survival was 52.1 months. After 5 years, the estimated proportions of survival for patients in DSS stages I, II and III were 73.3%, 54.7% and 44.3% respectively.
The survival curves for patients in ISS stages I, II and III are clearly distinct, with no overlap until 100 months of follow-up ( Figure 1 , Panel B). In addition, 20.1%, 48.7% and 31.2% of patients were in ISS I, II and III respectively. Corresponding proportions in the ISS database were 28.9%, 37.5% and 33.6% respectively. 3 The median overall survival for patients in ISS stage I had not been reached at the time of the analysis; for patients in stages II and III, median overall survival was 65.5 and 26.0 months respectively. Corresponding figures in the original ISS database were 62, 44 and 29 months respectively. After 5 years, the estimated proportions of survival for patients in ISS stages I, II and III were 68.2%, 52.7% and 30.4% respectively.
The differences between the survival of our patients in stages I and II and the corresponding patients from the original ISS database may reflect patient selection, treatment modalities, or be due to chance. Our database contains a lower proportion of patients in stage I, and a higher proportion in stage II, but these differences are unlikely to have contributed to the longer overall survival observed in the current study. In the ISS database, 26.1% of patients received high-dose chemotherapy within nine months of diagnosis, figures very similar to those found in the present study (25.5%). We, therefore, cannot explain the survival difference observed for patients in this study and patients included in the ISS database. Interestingly, no patients from Brazil or any other Latin American countries were included in the original ISS database. When survival was analyzed according to other potential prognostic factors, age >60 years (52.1 vs. 65.5 months for those with age ≤60 years), presence of hypercalcemia (21.3 vs. 63.9 months for those with normal serum calcium) and receipt of high-dose chemotherapy (82.2 vs. 43.5 months for patients not treated with high-dose chemotherapy) were found to be significantly associated with increased mortality (p<0.001 in all cases). Age and receipt of high-dose chemotherapy were correlated: 83.0% of patients undergoing high-dose chemotherapy were aged ≤60 years, whereas 62.9% of patients not treated with high-dose chemotherapy were aged > 60 years (p<0.001).
The multivariate prognostic model included patients' baseline variables that were associated with mortality in the Kaplan-Meier univariate analyses. Only hypercalcemia, ISS stage III and age were independent predictors of mortality (Table 2) . According to the model, DSS had no independent prognostic role when hypercalcemia, ISS and age were considered simultaneously.
The current study, which is the largest case series of MM in Brazil, identifies the unique aspect of the pattern of disease for Brazilian myeloma patients, with hypercalcemia as the main risk. It recognizes the feasibility of large, collaborative, observational studies between various tertiary-care hematology centers, and confirms that ISS is indeed a more useful prognostic index than the DSS system in Brazilian patients. 
